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(57) Abstract 



A dispensing device and method for forming at least partially solid or gel-like material from a liquid are described. In one example, 
at least one liquid issuing from an outlet is subjected to an electric field causing the liquid to form at least one electrically charged jet 
which, after formation, forms a fibre (F) or breaks up into fibre fragments (FF) or particles (D). The thus formed at least partially solid or 
get-like materia! may be directly deposited, by virtue of the energy in the electrical field, onto a surface area, for example an area of skin 
enabling, for example, formation of a dressing for a wound or bum which is of high specific area and extremely absorbent. A biologically 
active ingredient such as for example a pharmaceutical ingredient or biological matter such as DNA may be incorporated into the fibres 
(F), fragments (FF) or particles (D). In another example, fibrils, particles or microcapsules incorporating a biologically active ingredient 
may be supplied for oral or nasal administration to an animal such as a human being. 
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A DISPENSING DEVICE AND ME THOD FOR FORMING MATERIAL 

This invention relates to methods and devices for forming 
material. In one example, this invention relates to 
methods and devices for applying material to a surface, 
for example to an internal or external surface of an 
animal, for example for applying material to skin for 
use, for example, in the care or treatment of wounds or 
burns . 

Various forms of aerosol devices for allowing material to 
be sprayed onto a surface such as the human skin are 
known, including aerosol devices for spraying wound care 
products onto wounds or burns. One such product is 
Savlon Dry (trade mark) which has been marketed in the UK 
by zyma Healthcare and Ciba Geigy pic. Such products 
require the use of a gas propellant and in recent years 
the choice of gas propellants has become more limited 
because of the desire to avoid environmentally unfriendly 
compounds such as a chlorof luorocarbons or hydrocarbons. 
Also because small droplets and powder particles tend to 
be carried away from the target by the gas flow created 
when the propellant gas hits and is deflected by the 
target surface, such gas propelled sprays are generally 
designed to spray relatively large droplets or powder 
particles in order to achieve sufficient inertia to 
deposit the spray on its target surface. Such gas 
propelled products may run if sprayed too freely, 
especially where the spray produces large droplets. In 
addition, the packaging costs for such devices are high. 

GB-A-1569707 describes a dispensing device for producing 
a spray or cloud of liquid droplets intended primarily 
for crop spraying. The process described in GB-A-1569707 
produces liquid droplets by applying an electric field to 
a liquid emerging from an outlet in the vicinity of the 
surface so that the liquid becomes sufficiently charged 
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that the net electric charge in the liquid as the liquid 
emerges into free space counteracts the surface tension 
forces of the liquid and the repulsive forces 
generated by the like electrical charges cause the 
liquid to be comminuted to produce a cone or jet which 
breaks into liquid droplets . The droplets produced by 
this device are charged close to their Rayleigh Limit and 
thus in use migrate quickly toward conductive surfaces of 
lower or zero potential. This technique of comminuting 
liquid is generally known as electrohydrodynamic 
comminution. 

in one aspect, the present invention provides a method 
and/or a device for forming solid, partially solid or 
gel-like matter such as fibres, fibrils or fibre 
fragments or segments, droplets or particles by an 
electrohydrodynamic process. The thus formed matter may 
incorporate or have a core of a different material which 
may be for example a biologically active ingredient or 
material. The formed matter may be applied to a surface 
or area such as, for example, the surface of the skin or 
a wound or burn or to a cavity, for example a body 
cavity. The body cavity may be the respiratory system of 
an animal such as a human being, where the 
electrohydrodynamic process produces matter that does not 
block the respiratory , system. 

Where the resulting matter or material is to be applied 
or supplied to a cavity or concave surface, then 
desirably the matter is at least partially electrically 
discharged before application or supply. 

In another aspect, the present invention provides a 
method or device for forming a mat or web by 
electrohydrodynamically forming electrically charged 
fibres and/or fibrils in the vicinity of a surface or 
substrate. The present invention also provides a mat or 
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web formed using an electrohydrodynamic process. 

In an aspect, the present invention provides a method or 
device for applying material to a surface by supplying to 
an electrohydrodynamic site located in the vicinity of 
the surface liquid which is electrohydrodynamically 
processed at the site in such a manner so as to form 
matter comprising at least partially solid or gel-like 
fibres, fibre fragments or fibrils or particles which are 
charged and are electrostatically attracted to the said 
surface enabling a mat or web of randomly distributed 
fibres and/or fibrils and/or particles to be formed on 
the surface. The location at which the matter is 
deposited on the surface can be at least partially 
controlled by effecting relative movement between the 
surface and the matter. 



In another aspect, the present invention provides a 
method of applying material to an exposed surface of an 
animal, for example to the skin or to a wound or burn or 
area exposed by a surgical procedure, which comprises 
producing material comprising at least one of 
electrically charged fibres, fibre fragments or fibrils 
or droplets or particles in the vicinity of the said 
surface area by an electrohydrodynamic process, so that 
the material deposits on the said area. 

In another aspect, the present invention provides a 
method of forming fibre fragments or fibrils by supplying 
liquid to an electrohydrodynamic site and deliberately 
perturbing the cone or jet issuing from the comminution 
site to cause the resulting fibre to break up into 
fragments. The break up of the fibre may be promoted by 
pulsing the voltage used for the electrohydrodynamic 
process. The length of the fibrils may be controlled by 
adjusting the frequency of the pulses. 



V 
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in another aspect, the present invention provides a 
method of forming at least partly solid droplets or 
particles by supplying liquid to an electrohydrodynamic 
comminution site. 



In an example, the present invention provides a method of 
depositing fibres on a surface, for example to form a 
dressing for a surface area of an animal for example an 
area of skin, a wound or burn or for other therapeutic or 
cosmetic reasons, which comprises supplying liquid 
comprising polylactic acid having a molecular weight in 
the region of 144000, dissolved 10% by mass in acetone at 
approximately 10 millilitres per hour to an 
electrohydrodynamic comminution site located at about 5 
to 10 cm above the surface. 



in another example, the present invention provides a 
method of depositing fibres on a surface, for example to 
form a dressing for a surface area of an animal for 
example an area of skin, a wound or burn or for other 
therapeutic or cosmetic reasons, which comprises 
subjecting liquid comprising a biocompatible polymer 
which may be bioresorbable or biodegradable polymer such 
as polylactic acid, polygylcolic acid, polyvinyl alcohol 
or polyhydroxybutyric acid to an electrohydrodynamic 
process in the vicinity of said area. 

in an embodiment, the deposition process may be repeated 
one or more times to provide a number of layers of 
material comprising at least one of fibres, fibrils, 
droplets or particles on the surface. The polarity to 
which the material is charged may be reversed between 
deposition of different layers so as facilitate 
attraction between the layers. 

The liquid used to produce the electrohydrodynamically 
formed matter may comprise a biologically active 
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ingredient or component. Where the 
electrohydrodynamically formed material comprises 
fibrils, the fibrils may actually stick into the skin of 
soft tissue enabling delivery of the active component to 
a location beneath the outer layer of skin or soft 
tissue. 

The liquid used may comprise a solution, suspension, 
microsuspension, emulsion, microemulsion, gel or even a 
melt which may contain an active component or components. 
Alternatively or additionally, the active component may 
be provided as a coating or a core of the fibre, fibril 
or particle. For example microcapsules, fibres or fibrils 
of a bioresorbable or biodegradable polymer may be formed 
which contain a biologically active ingredient. Material 
from the core of a fibre or fibril may be released from 
the ends of the fibre or fibril. Material from the core 
of a fibre, fibril or microcapsule may be released 
through the coating if the coating is permeable to the 
material contained within it or may be released as a 
result of the outer coating being breached, for example 
by chemical or enzymic attack which causes the outer 
coating to dissolve or degrade, by bioresorption or 
biodegradation of the coating, or as a result of 
temperature changes or application of pressure which 
causes the outer coating to rupture. The timing of the 
release may be controlled, for a given polymer, by 
controlling the thickness of the coating surrounding the 
core. 

Possible biologically active components for topical 
application are pharmaceutical compounds such as 
analgesics, antiseptics, antibiotics, antifungals, 
antibacterials, antiparasitics, debridement agents such 
as proteolytic enzymes, biological products such as 
cells, and cytokines for stimulating cytokinetic activity 
to promote essential cell activities, for example, to 
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stimulate dendritic growth, growth factors such as 
fibroblast growth factor (FGF), epithelial growth factor 
(.EGF), transforming growth factor (TGF) and others that 
may be used to promote or otherwise control the sequence 
of events essential to natural tissue repair, DNA or 
other genetic material for gene therapy, cells, peptides 
or polypeptides, insulin, adjuvants, immune suppressants 
or stimulants, surface binding or surface recognising 
agents such as surface protein A, and surfactants. Where 
more than one layer of fibres, fibrils or droplets is 
deposited, then different active ingredients may be 
provided in different layers. 

Fibres, fibre fragments or particles of biological 
material such as fibrin or collagen may be formed using 
a method embodying the invention. Also electret polymers 
may be used to act as nuclei or otherwise initiate 
interactive cellular and/or molecular events in tissue 
repair. 

A number of electrohydrodynamic processing sites may be 
provided enabling different types of 
electrohydrodynamically formed matter to be deposited at 
the same time. 

The deposited material may be used alone or in 
combination with a conventional bandage or dressing. As 
another possibility, where the material contains, for 
example, a therapeutic agent, the material may be 
deposited onto a conventional dressing to be applied to 
the skin. 

in another aspect, the present invention provides a 
method or device for supplying comminuted material to the 
respiratory system of an animal, which comprises 
electrohydrodynamically comminuting liquid so as to 
produce a plurality of at least partially solid or 
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gel-like fibrils or particles and supplying the fibrils 
or particles orally or nasally to the animal. The 
comminuted material is preferably at least partially 
electrically discharged before supply to the animal 
especially if it is to be delivered to the upper or 
lower reaches of the lungs rather than simply to the 
nasal or oral passages. 

The fibrils or particles may comprise biologically active 
material, for example the fibrils or particles may 
comprise DNA encapsulated in or complexed with a lipid 
for transfecting cells or may, for example, contain or 
encapsulate matter such as peptides, polypeptides and 
other large biomolecules such as insulin or growth 
factor, and/or active pharmaceutical components for 
enabling delivery of the active component into the blood 
stream via the lung. This should provide a quicker route 
to the bloodstream than that provided by normal oral 
ingestion and avoids the need for injection of components 
which cannot be taken orally because of the gastric 
enzymes and acids present in the digestive system. 
Microcapsules or fibrils for oral ingestion of 
appropriate active components enabling slow release of 
those components may also be produced by 
electrohydrodynamic means by providing the active 
component as the core of the capsule or fibril. 

Embodiments of the present invention will now be 
described, by way of example, with reference to the 
accompanying drawings, in which: 

Figure 1 shows schematically one example of a device for 
carrying out a method embodying the invention; 

Figures 2a to 2c are schematic diagrams for illustrating 
the mechanisms by which at least partially solid or gel- 
like particles, fibrils and fibres, respectively, may be 
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produced by a method embodying the invention; 

Figure 3 shows schematically another example of a device 
for carrying out a method embodying the inventions- 
Figure 4 shows schematically use of the device shown in 
Figure 3 to apply a dressing to the skin surface, a 
wound, burn or area exposed by a surgical procedure. 

Figures 5 to 8 illustrate various different types of 
nozzles or outlets which may be used in a method 
embodying the invention; 

Figure 9 shows a mat or web of fibres produced using a 
method embodying the present invention; 

Figure 10 shows substantially parallel fibres deposited 
on a surface using a method embodying the present 
invention; 

Figure 11 shows a part cross-sectional view of another 
example of a device for use in a method embodying the 
invention; 

Figures 12 shows a nozzle which may be used to produce 
composite material; 

Figure 13 shows a nozzle for producing material from a 
mixture of two different liquids; and 

Figure 14 shows schematically another example of a device 
for carrying out a method embodying the invention. 

Referring now to the drawings, Figure 1 shows 
schematically apparatus 1 comprising a container or 
reservoir 2 of liquid coupled by a supply pi pe 3 to an 
outlet 4 via a flow regulating valve 5 of conventional 
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^axdojp ja^;e Axuo uox^oxjxxxab jo uox^oxjxpxxos 
XPxupd qspax ip asnpo 0} Ax^uaxoxjjns sa^pjodPAa ^uaAxos 
aqq. qpqq. os a:*pj t\ojj aq:; 6uxxxoj:;uoo pup A^xsodsxa 
pup A^xxt^Toa p qons 30 pxnbxx e bux^oaxas 'axduipxa 
J03 'Aq paAaxqop'aq Apui sxq:* '^uaAxos p sapnxoux pxnbxx 
aq:* ajaqM • sqaxdojp pxnbxx o^ut pxax3 oxj^oaxa paxxddp 
aqq. Aq paqpjpdas uaaq spq pxnbyx aqq. Ja^3© 'a^TT-ia6 
jo pxxos Axx*TUPd qspax IP sx ipqq 'pxnbxx-uou auiooaq 
oq sh os pa^px^uiJ03 jo pa^oaxas sx pxnbxx aqq '*z ajnbxj 
ux uMoqs s^axdojp a^xx-xab jo pxxos aq} 111J03 o^ Japjo ui 

'PT 9 T5 oxj^oaxa paxxdde aq^ 
pup & qax^no aqq 30 suoxsuauixp aq^ 'pxnbxx aq^ jo a^pj 
f\ojj pu9 A^XAX^^xuuad 'A^XAx^sxsaj aqq 6uxpnxoux 'szoidvj 
XHJaAas uodn puadap 'jaAawoq 'XTT M paonpojd s^aC pup auoo 
30 jaquinu x^n^op aqx axzzou p 1110J3 bux^usma r ^aC 

pa^exoossp aqq pup o auoo auo Axuo Moqs dz on *z sajn6xj 
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« buxABq aauiA T od a axduiaxa joj 'jauiAxod ,qbxa« ja T noa T oui 
qbxq A T sA-t^B T aa e Buxsn pauuoj aq Aeui sajqxj • ,uauido T aAap 
aAe* qv«Dj6 ,sxsa;r Q , ' Aboxoqdjoui uxaqo jauiA T od 
jo/pm? A,xsodsxa s,x 30 asneoaq ' Spua , uox,Bo m px T o S uo 
qoxq* JauiA T od a buxsxaduioo pxnb TT a 6u T sn pauuoj aq Aaui 
saaqxj a X duiaxa aoj -uo^euijo; ,a T do;rp aaojaq A T xoxnb A J9 a 
s^nooo uo T wodBA8 Aq uox,box 3 x P x T os ,aq, os ,uauoduioo 
a T x,B T OA A T q6xq a saq jo a T x,B T OA A T q6xq ST qo T q tt pT nbT T 
a bux,oa T as 'a T durexa jo; 'Aq paAaxqoa aq Aam uox,onpo;rd 
azqxj -pxnbxT aq, JO aan,au aq, Aq jo/pub uox,BD T? xpx T os 
,uaxdxoux aq, Aq pa A axqo B aq Aem 3APrt q, rt o;rb aq, 
jo uox,enua„ v .pa TT ddB sx a6ai T OA aq, qo T q« zoj aui T , 
aq, sx ,aq, 'panux,uo 3 sx ssaoojd DTUiauApoj P Aqoj^09 T a aq, 
qoxq« joj amx, aq, Aq pauxui;ra,ap q,bua T a saq qoxqw ajq-rj 
snonux,uoo a sulzoj ,nq dn xaajq W u saop ,aC aq, , BU _, 
os pa,Bnua„a sx ,aC aq, JO uox^aqjn^ad uiojj 6ux, T nsa:r 
aAa« q,«o;rb aq, P ub ',a T ,no aq, uiojj Buxnssx ja^a 
'a^Ti-Tab ao PTT os AiTax^ad ,sBa T , E sy ,aq, 'pxnbxT. 
-uou auiooaq o, sa os panares ST p Tn b TT aq, > oz aanbxj 
ux imoqs A a JqTg axxi-raB Jo PTT os aq, uuoj o, japjo „i 

•pasn suox,xpuoo ssaooad oxuiauApojpAqoa,oa T a 
pue pxnbx T JET nox, JB d aq, uodn Buxpuadap 'paonpoad aq 
Ahui saj,auix,uao waj a o, saa,auioaoxui 30 sua, 'a T duiaxa ao? 
'jo uoxBaa aq, u T sq,6ua T 6uxab M sxx^qx^ -uirios jo q,6ua T 
a aAaq p T noqs s T x Jq xj aq, 'p 9Sn sx 2H x. 0 0T sx Aouanbaaj 
as T nd a pua T .sur S sx A,xooxaA ,aC aq, 3T 'ajduiaxa 
jo? ',aq, os Aouanbaaj as In d aq, Aq papxAxp A,xoo T 3a 
,aC aq, o, T anba Buxaq q,6ua T T T*qxj aq, 'suox,xpuoo 
Tsapx aapun 'q,™ Aouanbaa? j 0 uox,eanp as T nd aq, 
o, pa,a T aa sx s T xaqxj aq, 30 q,bua T aq, ,aq, u«oqs a A eq 
s,uauixjadx a • aaqxj ,uaosau aq, 30 dn buxxeaaq a,oui OJ d o, 
ssaoojd ,uauosaa a dn s,as qoxqw as T nd AS^aua ua a,aajo 
aq^ sb os » ,a T ,no aq, o, pax T dda a6a, T OA aq, 6uxs T nd 
Aq pa,B,x T xoB, aq Abui STxaqxj o,ux aaq T3 ,uaosau aq, jo 
dn xaaag -s^uauiBas o,ux xaaaq o, ajqxj ,uaosBu aq, sasnso 
3ab« q,«ojb aq, ,aq, os aT„xaq A T aA T ,a T aa sauiooaq P ub 
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pup *n 'xassns IsaM 'qbnojoqxna ;o upuixxads UPis JO an 
'spupxpjW }saM e6pxjqano^s jo adoana D3JSV 'bjnquapupjg 
Aq pa;rn:*opjnupui :p?qi sp qons .iaxxdx^xnui a6p} T OA 
q&xq oxiauSpuiojuoaxa pa^jado Aaa^pq p JO S82ZI/fr60M ux 
paqxjosap adA} aqi jo aojnos aBp^xoA qbxq oxj^oaxaozaxd 
p axduiExa joj 'asxjduioo Apui 9 aojcnos abpt^OA aqj, 
•ajdurexa jo; 'qo^xMs axfcbcn jo uo^nq qsnd xeuox^uaAuoo 
p aq Apui qoxq* IMS qo^TMS axqejado-jasn p 01 paxdnoo 
st axduipxa sxqi ux 9 aojnos a&p^xoA aqj, " r ajnbxj ux 
UMoqs ipq} oq. aauupui jpxxuixs p ux p }axmo aqi 01 5 3axpa 
6ux^xn6aj moxj aqi pup e adxd A T ddns aqi sta pa T dnoo 
jXes^x sx qoxqw oi -iaquipqo duind p Pe sdxd Axddos p 
pxa paxdnoo sx pz jtoajbsdj aqj -pasuadsxp 6uxaq pxnbxx 
aqi q^xM ^op^uoo jxp Aue pxoap 0} sp os 6pq axqxsdpxxoo 
p sp pauuog aq Apui pz axoAjasaj aqj, -pasuadsxp aq 
0} pxnbxx jo *z jxoAjasaj p pa^unoui sx qaxqu uxqixM 

6 6uxsnoq p sasxjduioo e ajnbxj ux uMoqs ex sntipjpddp aqx 

"jasn p jo 8 

pupq aqi ux pxaq aq 01 sp os Jipxnoxijpd ux 'axqp^od aq 
03 papuaiux aanbxj ux Axx^T^uaqos pa^pj^snxXT sp 'sx 
e aanBxj ux UMoqs sn^pjpddp aqx 'uox^uaAux aq} buxApoquia 
poq^aui p ux asn joj axqp^xns px sn^pjpddp jo uijog jaq^oup 
50 uaxA x^uox^oas-ssojo ^jvd p sa^pj^snxxT C e^n6xj 

•Buxduind Aq pa^oajjp 
Axx^uauixj^ap Bq Apui paxxddns aq oq. pxnbxx ail* uaqw asn 
joj jo ^ax^no aq} q^pauaq paAoui aq Axjspa upo paxxddp 
aq 01 sx Buxssajp aq} qoxq* oq. ux^js 30 pajp aqq. ajaq* 
suox^pn^xs ux asn joj axqp^xns }soui sx n -A^xoxxduixs 
jo a6p^upApp aqi spq qoxqw ^ ^ax^no aq^ oi spxnbxx Axddns 
o^ paa; A}xapj6 e sasn \ aan6xj ux u^oqs x sn^pjpddp aqi 

• uox^puijioj ajqxj 

a^ouiojd pxnoqs a^p^s ox^spxd A^XAx^Pxaa p o^ sax^xpxxos 
qoxqtt pxnbxx ^ buxsooqo uaq^ ixbui p sx pasn pxnbxx 
ajaqM -ajoui 20 0000^1 jo uoxbaj aq^ ux ^qbxa/A jpxnoaxoui 
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ub jo a, T s aq, , B pTP w „ . aTdurex8 JOJ , JOJ pasn gq ^ 
, T 6u Trt o TTB os a T qB,Jod s T ^ T 3 6b,uba P b aq:* 'jaAaMoq 

'SBq > pup e saanBtj ut uwoqs sn^BJBddB aqx • x ajnBTj 
aouajajaj q,™ paq T jo S ap ,*q, 0 , ^ U ms jauuBiu ' b 
ut pauuoj aq Abui 8 aa^ T ajoui jo au 0 -BajB 9 6jb T b jsaoo 
04 Z. eaJB aq, o, aA T ,B T aj b T ao T Aap jo sn,BJBddB aq, 
aAom Abui jasn aqj, -punow b u T q,™ jo uo jo up[ s aq, aq 
Abui qo T q W aoBjjns ptes aq, o,uo s, T sodap q 0T q rt Ja „Bui 
paBjBqo Butuijoj 'o Z o, b 2 sajn6 T5 o, aouajajaj q,™ aAoqB 
paqtjosap sb p T a TJ o TJ :,oaia p 9 T T ddB aq, o, pa,oaCqns 
st p T nb TT aq, aouaq* * , 9T , no aq, o, pa TT ddns aq o, 
pxnbTT 30 ui B aj,s b 'pauado 3 jb IT puB s saATPA a ^ U9qtt 
'asnso o, oi JsquiBqo duind aq, jo dumd aq, P ub IMS qo, TrtS 
aq, sa,Bn,OB uaq, 'pa TT ddB aq o, st T B T aa,Bui aq, qoxqn 
o, L bsjb aq, jsao sn,BjBddB aq, suoT, T sod ,sjtj jasn 
aq, 'j, pub z saanSTj ut uwoqs b T sn^BJBddB aq, 50 asn ui 

•jasn b Aq a-[qBaado }U3ui36ubjjb 
6uTSSB T q 6u T jds b Aq paurrjd JO pa^Baado duind sBut jAs 
sb qons dumd 3 T qBJ3do A"[TBOTUBqoaui b jo S8 ZZT/»6QM 
ut paqyjossp sb duind o T ,ouisooj,oa T a ub jo eU20T0-V-da 
*o ioe6200-V-d3 ut paqxjosap sb duind OTuiBuApojpAqoa^oa T a 
ub jo duind uiBBjqdBTp JO 'ot J,03 T 30za T d b sb qons 
duind a T qBJado A TT BO T j,oa T a ub aiduiBxa joj '3,bj ao T j 
,ub,suoo A T TBT,UB,sqns snonu T ,uoo b sspjAOJd qo T q« 'duind 
jo uijoj a T qB,Tns Aub asTaduioo Abui OT Jsqureqo duind aqx 

•,TnojTo toj,uoo pauoT,uauiajojB aq, 
Aq paTTddns a6B, T o A b Aq axqejado ' 9 atba OTj}oa T aozaTd 
jo pToua T os b a T duiBxa joj 'adA, aiqBiTns Aub jo 9 a T ba 
aiqejedo A T -[eoTUBqoaui jo A TT BOTj,oa T a ub aq Abui jo 3a T ba 
Abw auo jo ujn,aj-uou a T duiT S b aq Abui qo T q* TT 3ajba 
b jo Ab* Aq ot JaquiBqo duind aq, o, pa T dnoo aq Abui b^ 
JTOAjasaj aqx -ATq^ouis dn 9 6b, T oa aq, duiBJ o, pa PT AOjd 
aq Abui S5( JO«,au Jo, T oEdBo Jo,s T saj aaoui jo auo 6u T sTjduioo 
,Tnoj T o T oj,uoo a6B, T OA b 'uwoqs ,ou q6noq, X v "AXSZ 
o, oi uiojj jo aBuBj aq, ut 9 6b, T oa b sap T AOJd A T TBo T dA, 
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ajp qoxq* Efr se^id TaiT^JHd omi uaa/uaq pauxjap a T zzou 
padpqs-ioxs p sasxjduioo g ajnbx,* ux u*oqs p* a T zzou aqj 

•saxzzou am jo sauo luajajjxp o:> sjxoAjasaj 
aAx^oadsaj uiojj paxxddns aq 0} spxnbxx luajajjxp moxx* 
osxp pup aoxAap aq^ jo uox^pjado aq^ ^oajjp Ax^upoxjxuBxs 
lou saop pxnbxx snoosxA AxaAx^xaj Aq axzzou 
auo 50 abp^ooxq *pqi abp^uPApp aqi aApq £ aanbxj ux 
u*\oqs saxzzou axdxixnui aqj, -}aC axbuxs p aonpojd AxT^uijou 
TT™ 3fr ^ax^no AjpxxT d *3 ip«a -paxxddp sx abp^xoA 
aqi ajaq* spua Jxaqq. :*uaopCpp :*spax }P aAx^onpuooxuias 
jo aAX^onpuoo aje qoxq* zt siax^no Ajpxxt<^ T^TT^^d 
;o aaquinu p sasxjduioo 1 aanbx^ ux uwoqs o* axzzou aqj, 

•abp^xoA payxddp aqq. pup pxnbxx sq^ ?o a:;pj 
moxj PUP AixAx^sxsaj aqq. uodn buxpuadap sq.aC jo jaquinu 
p aonpojd asn ux xi™ P"* paxxddp sx abp^xoA aiw 9J9 q M 
. Tfr -*o ,ofr pua s:*x ^uaopCpp r*spax IP aAx^onpuooxuias jo 
aAX^onpuoo sx qoxq* jo auo ispax ;p u put? ot> sjapuxx^o 
Xpxxpoo om sasxjduioo 9 ajnbxj ux uwoqs q* axzzou aqj, 

*fr }3Xino aqq. oq. paxxddp abe^x°^ 
aqq. pup pxnbxx aqi 30 a^pj moxj pup A^xAX^sxsaj aqq. 
uodn buxpuadap (uuoqs ajp p iaC pup 3 auoo jo dsno auo) 
s^aC ajoui jo auo aonpojd asn ux XTT* pup asn ux paxxddp 
aq 0} sx abp^xoA aqi ajaqw pua six ^uaopCpp ispax IP 
XPXja^Pui aAX^onpuooxuias jo aAx^onpuoo sx qoxq/* japuxxAo 
Moxxoq p sasxjduioo 5 ajnbxj ux uMoqs Bfr axzzou aqj 

'freZ9Z/S60M ux paqxjosap 
axzzou jo a^xs uoxinuxunuoo ajqxj aqi sx A^xxxqxssod 
jaq^ouv 'saxduipxa auios Axx^^T^uiaqos a^pj^snxxT 8 0} S 
sajnbxi • } pup £ pup t sajnbxj ux UMoqs sn^pjpddp aq} ux 
pasn aq Apui axzzou jo tvaxmo jo suijoj ^uaja;jxp snoxjPA 

•paaj A^xapjB uo AxaJ }ou saop pup Apoq 
aq^ jo spajp axqT SS9 °^^ux AxaAx^PxeJ uo jo/pup ^uapxoop 
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•9 BxubfA ut uwoqs 3 T 2zou aexnuue aq* o, sno6o T BUB aauuBui 
b u T s,aC axd T , T nui suijoj ajaq, pue japuTxAo aq, 50 una 
aqi o, s6ut T o qoyq« wt T j b sb wpno aq, uiojj aBaauia o, 
spua, PT nb TT aq, > S a, B:t nou «o T , e <;raAa«oH -u«oqs sb 
paonpoad aq nj ft *H auo A T uo q6 T q st a,a;c «o X J aq, uaq* 
'S B2x\5 Jd ut urtoqs axzzou iBo TJ pu-r T Ao aq, 30 asBO aq* ui 

•36b,xoa pa-pidde aq, puB 9 ,e;i «ox? aq, ' PT nbTx 
aq, jo A^TAj^STsaj aq, uodn ostb pus (9 aan6 T j) sn T nuuB 
aqi jo ja^auiBtp aq, ,o ( 8 aan6 TJ ) ,o T s aq, 50 q,6ua T 
aq, 'asjnoo jo 'uodn 6u T puadap s,aC 50 jaquinu aq, q, T « 
'sauTT PT9T3 oj^oaia aq, 6uo T e A T XB;taua6 pua,xa qoxqw 
s,aC jo jaqumu b aonpojd asn ut XXT" 8 P ub 9 sa^nfi^ ut 
UAVoqs sa T zzou aqj , 3T ,no T Bnp T ATpuT aad ,aC a T 6u T s 

b aonpoad o, pau6Tsap s T L ajn6 T j ut uwoqs aizzou aqj, 

•T/t,aoBA T od sb qons OT,sB T d 6uT,e T nsuT-TUjas b jo ssb T 6 
aiduiBxa joj 'am T , jo q,6ua T ,ubotjtu6ts Aub aoj aSjBqo 
TBOTj,oa T a u T B,aa ,ou saop qo T q rt XBTjra,Bui aA T ,B T nsuT 
A TT BOTa,oa T a a T qB, T ns Aub jo pauuoj aq Abuj a T zzou 
aq, uaq, a T zzou aq, usq, jaq, B j p T nb TT aq, o, P a TT ddB 
aq o, 36b,toa 9q ^ a T qeua Q , aA T ,onpuoo A T ,uaTOTjjns 
st pasn 6u T aq P Tnb TT aq, <a AO q B passnos T p sb 'aaa MM 

•pauijoi aq o, s,axdojp pimbTx-uou 10 saxoT,jBd 20 
STT^qTJ 'saaqyj jo snq, pus s,aC 10 Abjjb jbbutx e swoxxb 
ostb 8 a^nSTj ut urtoqs sb ,a T ,no a T zzou padBqs-,o T s 
b jo asn aqj, -aSBMOOiq xBT^JBd qons Aub punoj 
ftox? o, a T qB aq p T noqs pjnbTx aq, asnsoaq aoxAap aq, 50 
6uTuoT,ounj aq, ,oajj B A T ,ubot jtu6ts ,ou p T noqs a6Bxooxq 
XBT,jBd e pue 'pasn st a T zzou Ajbxxt^bo au T j A T aAT, BT ea 
b ajaqft a S Bo aq, o, paaeduioo sb 'A T a>(TXun st axzzou 
aq, jo abBipoxq a,axduioo asnsoaq snoa6B,UB A pB st pasn 
6u T aq a JB spTnbyx snoosTA A T q6 T q A T aAT,B T aJ uaq M a T zzou 
,oxs b jo asn aqj -pa-pxddB st 36b,xoa aq, aaaqw , Efr 
spua j T aq, ,uaoBC P B ,sBa T ,b aAT,onpuoo T u I as jo aA T ,onpuoo 

- 9T - 

8 96io/.6ao/xDd imma* 



'mq puno/\ p aoa^ojd 01 'axdunsxa J03 'st? os ut^s 50 T?a;n? 
u* J8ao absjaAoo poo6 saxq*ua q.x buxssajp x*uox:;uaAUoo 
* a^xq -iqbxx AxT*uox}daoxa buxaq isxjq* 'spxni3 01 
luaqjosqp ^T^^TM stun sx pup paj* bopjjhs oxjxoads qbxq 
9 spq qoxqw }pui xo qa* xpjba^ux up Ajba^objjb buxpxAOJd 
sajqxj 6uxxuxxaa^ux jo buxssojo 30 5(aoiA^au p ux s^xnsaa 
pajaAOD buxaq paip aq} oiuo saaqxj aqq. 30 uox^xsodap 
'woiaq paqxaosap aq XT™ sp 'asnpoaq buxssajp ujnq 
jo punoM p buxonpojd J03 snoabp^uPApp AxJPinoxupd sx 
sajqxj aonpojd oa paxiojiuoo sx qoxq* pxnbxx p 50 asn aqj, 

•9 aanbxj 50 ajzzou 
jpinuup aqi jo g ajrnbxj 50 axzzou japuxxAo rtonoi? aqi 
buxsn paAaxqop aq Apui s^xnsaj jpipuxs -paonpojd aq Apui 
'uiu f o\ oq. z oi AxT^^Td^^ ' saj^auio joxui OOT QAoqp 01 (uiu) 
saj^auioupu oi moqp 'waj p uiojj sjiaiauipxp q:*™ 'sxjjqxj 
jo saaqxj axduipxa J03 '-[PxjraiPui 'abp^xoA paxxddp aqq. pup 
a^pj M013 aq} 'pxnbxi sqi 30 A^xsoosxa pup A^xAx^sxsaj 
aq} 6ux}oa-[as Ag -bivj mox3 buxspaaoux q^xn saspajroux 
ja^auiexp axaq^ }nq saspaaoap paonpojd s^aC 30 jaquinu 
aqx 'sabp}-[OA jaqbxq }P pauuoj buxaq saaqxj jauuxqq. 
30 jaquinu jabjpx p uxpbp qixu 'aipj t\ojj pu^ abpt^OA 
paxxddp aqq. uo uxpbp :;uapuadap 'ioxs aqi 30 qibuex uid *ad 
unds aq Apui sajqxj oi 5 auios 'w-uiqo L oi 'axduipxa 203 
'30 sax^XAXisxsaa pjnbxx -s^xoaoxt^ $z sx abp^iOA 

paxxddp aqi uaqu }oxs aq} 30 q^buax uio jad pauuoj aq Apui 
ja^auipxp jaxx^uis 30 sajqxj 30 ' qz }noqp 'jaqumu jabjPi 
e pue s^xoaoxT3( gx sx abs^iow paxxddp aq^ uaq/A m-uiqo 6 oi 
^noqp jo A^XAX^sxsaj p buxAPq pxnbxx p uioj^ g ajnbxj ux 
uwoqs ^oxs aq^ 50 qibuax uio jad pauuoj aq tew ja^auipxp ux 
saj^auiojoxui qz oa oi ^noqe 30 sajqxj 51 o^ oi ^noqp 'snqj, 
'XPT^^^^ui bux^xnsaj aq^ 30 ja^aunpxp aqi siobjj* os^v 
abp^xoA paxxddp aqx - (unds) paonpojd aq o^ 'axduiexa joj 
'sajqxj 30 jaquinu auras aq^ buxMoxx^ 'ax^zou aq^ 30 q^buax 
uio jad pauuo3 aq Aeui 'a^j mox3 Pup abp^xoA paxxddp 
aq^ uodn ^uapuadap 'siaC Jo oi ^ujos 'ui-uiqo a oi ^noqp 
aiduipxa J03 'qbxq sx pxnbxx 3q^ 30 A^xAxisxsaj aq^ ajaqM 
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jo jaqumu b q^xw }no paxjjso uaaq 9A Bq st>u3uixjadx 3 

•axxx aqi jo ujnq 'puno* b 'uxvs aq^ 
03 uoxwoTTddB j33b T jo; '6uxssajp e sb qons 'aiBJ^sqns 
b oquo pa^tsodap aq Abui uoxquaAux aq* BuxApoqura 
poq^aui b Aq paonpojd s^axdojp jo STTjqxi 'sajqx.3 

•Buxssajp x e "OT^.uaAuoo 
b Aq jo uo-riuaAUT aqq. BuxApoquia poq^aui Aq paonpojd 
SBzqTj 30 sjaAei sjoui jo auo q^XM paja A oo uaq3 P ub punort 
b uo jo owt pa^xsodap aq Abui uox^usaux aq^ BuxApoqura 
poq^aui b Buxsn paonpojd sqsxdojp px'xos jo sxxjqtj a T duiBxa 
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different polymers and solvents. It has been found that 
long chain heavy molecular structures facilitate fibre 
production while short chain length molecular structures 
tend to form fragments or solid droplets. Solvents which 
evaporate quickly during the jet flow may be used to 
facilitate formation of fibres. Suitable solvents may be, 
for example, methanol, propanol and water, methylene 
chloride, acetone and chloroform, depending upon the 
particular polymer used. 

Experiments have been carried out in which the apparatus 
shown in Figure 1 was used with water and hydrocarbon 
based solutions supplied to a slot-like nozzle of the 
type shown in Figure 8 having a slot width of about 150 
micrometres and a slot length of 2cm. Liquid flow rates 
of from 1 to 10 microlitres per second and voltages of 
from lOkv to 15kV were found to produce about 5 to 15 
charged fibres per cm length of the slot with the fibres 
having diameters in the range of from 1 to 100 
micrometres. 

Fibres have been successfully spun with 
polyhydroxybutyric acid, a bioresorbable polymer, and 
polyvinyl alcohol (PVA), a polymer soluble in water and 
alcohols such as methanol or propanol, and pharmaceutical 
preparations for wound care, such as "New Skin" (trade 
mark) marketed by SmithKline Beecham which comprises 
nitrocellulose in an organic solution (in particular it 
comprises ethyl acetate, isopropyl alcohol, amyl acetate, 
isobutyl alcohol, denatured alcohol, camphor and 
nitrocellulose) . "New Skin" is normally applied to 
scratches and light wounds with a rod or paddle because 
it is too viscous to be applicable by conventional spray 
devices. "New Skin" has however been successfully 
sprayed by a method embodying the invention to form 
fibres of approximately 0.5 to 5 micrometres diameter 
which deposited uniformly onto skin, resulting in a firm 
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skin-like web-film. In one specific example neat (that 
is undiluted) "New Skin" was supplied at a flow rate of 
4 millilitres per hour to a capillary nozzle of the type 
shown in Figure 5 in the form of a l.lmm diameter thin- 
walled metal, generally stainless steel, tube. A voltage 
of 8.2kV was applied to the nozzle which was located 
approximately 50mm above an earthed deposition surface. 
Multiple fibres were formed and substantially uniformly 
deposited on the surface. Fibres have also been produced 
using undiluted "New Skin" (trade mark) with flow rates 
of from 1 millilitres per hour to 100 millilitres per 
hour. 



Polyvinyl alcohol (PVA) has also been deposited in a 
similar manner to the "New Skin", using combinations of 
alcohol and water as solvent. Neat, undiluted PVA having 
a molecular weight of typically 15000 has been found to 
tend to form solid droplets when electrohydrodynamically 
processed while PVA having a molecular weight of about 
140000 or more tends to form fibres. Low molecular 
weight PVA in a volatile solvent such as ethanol tends to 
break up into fibrils rather than continuous fibres. 
Thus, PVA having a molecular weight in the region of 
about 90000 to 140000 will tend to form fibrils and PVA 
fibrils having diameters of a few hundred nanometres and 
lengths of 0.5 to 10mm have been produced. 

In another experiment, an annular nozzle of the type 
shown in Figure 6 was used to which a voltage of from 5kV 
to 15kV was applied. A 90% by volume solution of poly (J- 
hydroxybutric acid (which is a bioresorbable polymer) in 
methylene chloride was supplied at a flow rate of from 5 
micro litres per second to 50 micro litres per second to 
the nozzle which was located at a distance of about 5cm 
from human skin, a covering layer of fibres was formed 
on the skin with the fibres having diameters, dependent 
on the applied voltage and flow rate, in the range of 
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from about 10 micrometres to about 50 micrometres. 

In another example, the apparatus shown in Figure 1 was 
used with a thin-walled, generally stainless steel, 
capillary nozzle of the type shown in Figure 5 having a 
1.1mm external diameter. The reservoir was filled with 
polylactic acid having a molecular weight of 144000 
dissolved 10% by mass in acetone and the flow regulator 
was controlled to provide a flow rate of 10 millilitres 
per hour. A voltage of 12 kV was applied to the nozzle 
which was located 8cm away from and perpendicular to a 
flat earthed counter electrode provided to simulate a 
skin surface. This experiment was also repeated using a 
flow rate of 6.0 millilitres per hour and a nozzle 
voltage of 11.4kV. The surface of the flat plate was 
covered by a network or mass of randomly distributed 
fibres having diameters typically in the region of from 
2 micrometres to 7 micrometres. 

The fibres deposit readily onto capacitive or earthed 
surfaces without any of the normal problems of applying 
very low mass high specific surface materials and the 
electrical field ensures that the fibres deposit swiftly, 
gently and substantially uniformly. 

Figure 9 shows a copy of an image produced by scanning 
electron microscope of a typical mat or web of fibres 12 
on a plate 13. The fibres have, typically, a diameter of 
approximately 5}jm. The fibres shown in Figure 9 are 
relatively randomly distributed because their relatively 
low mass, and thus low inertia, and high charge to mass 
ratio means that their movement and thus location of 
deposition on the surface is strongly influenced by the 
fact that they are all similarly charged fibres. This 
also results in the fibres crossing one another and 
possibly even blending together which should increase the 
overall mechanical integrity of the web or mat. 
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By increasing the mass of the fibres and thus their 
inertia, and reducing their charge to mass ratio, greater 
control can be achieved over the deposition of the fibres 
so that the location at which the fibres are deposited on 
the skin or wound can be controlled mainly by moving the 
nozzle relative to the skin or wound and by controlling 
the number of passes and pattern of movement of the 
nozzle over the surface. Figure 10 shows an example of 
fibres 15 of about 50 to 100 micrometres in diameter 
deposited onto a substrate using a slot-shaped nozzle of 
the type shown in Figure 8. As can be seen from Figure 
10, a single pass of the nozzle produces a set of 
approximately parallel tracks and, with two or more 
passes, a relatively dense material akin to a textile can 
be produced. Although the actual pattern shown in Figure 
10 was produced by depositing fibres of a heavy build 
viscous paint onto paper, it will be appreciated that 
similar results can be achieved using other material such 
as inert polymers of similar mass. The movement of the 
nozzle may be controlled to produce any desired pattern 
and that for example a woven texture could be simulated. 
Such fibres may be used, for example to form a bandage. 

In the examples described above, the fibres, fibrils or 
droplets produced using the method embodying the 
invention consist simply of an inert polymer which may be 
a bioresorbable polymer such as polyhydroxybutyric acid, 
polyvinyl alcohol, polyglycolic acid or polylactic acid. 
Biologically active ingredients may, however, be added to 
the liquid before it is supplied to the outlet nozzle 4. 
In such cases, the liquid may comprise a solution, 
suspension, microsuspension, emulsion, microemulsion, gel 
or even a melt containing the active component or 
components. Possible active components are one or more of 
the following, namely pharmaceutical compounds such as 
analgesics, antiseptics, antibiotics, bactericides, 
antifungals, antiparasitics, anti-inflammatory agents, 
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vasodilators (such as minoxidil which is believed to 
promote wound epithelialization and neovascularization), 
agents such as proteolytic enzymes for debridement and 
tissue repair promoting materials such as for example 
cytokines for stimulating cytokinetic activity to promote 
essential cell activities, for example to stimulate 
dendritic growth, growth factors such as fibroblast 
growth factor (FGF), epithelial growth factor (EGF), 
transforming growth factor (TGF) that are believed to 
reduce scarring and others that may be used to promote or 
otherwise control the sequence of events essential to 
natural tissue repair, cells, peptides, polypeptides, 
insulin, immune suppressants or stimulants and vaccines. 
Another possible active components are DNA or other 
genetic matter for gene therapy, surface binding or 
surface recognising agents such as surface protein A, and 
surfactants. 

Where more than one layer of fibres, fibrils and/or 
particles is deposited, then different active ingredients 
may be provided in the different layers and different 
biologically active ingredients may be included in 
different fibres, fibrils or particles where a nozzle of 
the type shown in Figure 7 is used. Also biologically 
active ingredients may be provided between layers, for 
example skin cells may be interspersed in or between 
layers. 

The active ingredient may comprise an adjuvant that is a 
pharmacological agent added to a drug to increase or aid 
its effect or an immunological agent that increases the 
antigenic response. 

Where the resulting material is in a form of fibrils, the 
fibrils may actually stick into the surface, for example 
skin or soft tissue, onto which they are deposited so 
enabling, for example, the supply of drugs and other 
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biologically active agents beneath the skin or into the 
soft tissue, and may for example be used to carry DNA to 
cells . 

Figure 11 illustrates a modified form of the device shown 
in Figure 3. The device lb shown in Figure 11 is 
essentially similar to that shown in Figure 3 but 
comprises two reservoirs 20a and 20b each coupled by 
respective supply pipes 30a and 30b and possibly by non- 
return valves 11a and lib to a respective pump chamber 
100a and 100b coupled via a respective valve 50a and 50b 
to a respective liquid supply pipe 30 which terminates in 
a respective outlet 44 and 45 arranged so that the outlet 
45 is coaxial with and extends around the outlet 44. 
Figure 12 shows the outlets 44 and 4 5 on an enlarged 
scale. The device lb shown in Figure 11 allows different 
forms of liquid to be supplied to the electrohydrodynamic 
processing site provided by the outlets 44 and 45. 

The reservoir 20a coupled to the inner outlet 44 may 
contain a supply of a biologically active ingredient such 
as a pharmaceutical or a solution of DNA for example, 
while the reservoir 20b coupled to the outer nozzle 45 
may contain a supply of a polymer solution of the type 
discussed above, for example polyhydroxybutyric acid 
dissolved in methylene chloride. The device shown in 
Figure 11 is operated in a similar manner to the device 
shown in Figure 3. Thus, the switch SW1 is first 
activated to supply the required voltages, typically 10 
to 25kV, the flow regulating valves 50a and 50b are then 
opened to provide the required flow from each of the 
nozzles 44 and 45 and the pumps 100a and 100b and valves 
lla and lib, if present, activated to supply liquid to 
the respective nozzles 44 and 45. The outlets of the two 
coaxial nozzles are designed to promote laminar flow so 
that the polymer containing solution issues from the 
nozzle 4 5 so as to surround the other liquid. 
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By appropriate selection the molecular weight of the 
polymer and/or the volatility of the polymer solution, 
the liquids issuing from the combined nozzle can be 
caused to form a fibre or fibrils in which the 
biologically active ingredient forms a cylindrical centre 
core of the fibre or fibril or micro capsules in which 
the biologically active ingredient is completely 
encapsulated within the polymer and may still be in a 
liquid form. 

For microcapsule formation it has been found preferable 
to reduce the percentage polymer in solution and to use 
a much reduced molecular weight polymer. For example a 
resin such as neoprene chlorinated rubber dissolved at 
more than about 10% by weight in trichloroethane will 
tend to spray fibres. However by decreasing the 
percentage polymer and/or using a less volatile solvent 
such as, for example, propylene glycol ether, 
microcapsules may be formed. Microcapsules have been 
produced using PVA of low molecular weight, for example 
a molecular weight of about 15000, dissolved to a 
dilution of between about 2.5 per cent and 5 per cent by 
volume in water or alcohol with a flow rate of about 1.0 
microlitres per second. Production of microcapsules may 
be enhanced by using two reactive monomers one of which 
is placed in each of the two liquids to react during 
comminution. 

The composite products produced using the device shown in 
Figures 11 and 12 may be used to form a dressing in the 
manner described above where the composite product is in 
the form of fibres or long fibrils allowing for 
controlled release of the active ingredient as the 
bioresorbable polymer degrades. where the composite 
products produced are fibres, fibrils or microcapsules, 
then these may be applied to the surface of the skin or 
into a wound in combination with, for example, a 
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conventional dressing or a dressing produced from 
comminuted fibres. Material from the core of a fibre or 
fibril may be released from the ends of the fibre or 
fibril. Material from the core of a fibre, fibril or 
microcapsule may be released through the coating if the 
coating is permeable to the material contained within it 
or may be released as a result of the outer coating being 
breached, for example by chemical or enzymic attack which 
causes the outer coating to dissolve or degrade, by 
bioresorption or biodegradation of the coating, or as a 
result of temperature changes or application of pressure 
which causes the outer coating to rupture. 

Composite products made up of three or more different 
layers of material may be formed by increasing the number 
of coaxial nozzles. 

The outlet nozzle of the device shown in Figure 11 may 
comprise a number of sets of coaxial outlet nozzles 44 
and 45 in a manner similar to that shown in Figure 7 for 
single outlet nozzles. This would allow different active 
ingredients to be supplied to different ones of the inner 
nozzles 44. The different active ingredients can thus be 
kept apart until actual use which is of particular 
advantage where the active ingredients react to form a 
product which itself has a low shelf life. 

It will, of course, be appreciated that the apparatus 
shown in Figure 1 could be modified in a manner similar 
to that shown in Figure 11 for Figure 3 to produce a 
device capable of forming cored fibres, fibrils or 
microcapsules. 

As discussed above, the nozzle shown in Figure 12 is 
deliberately designed to avoid mixing between the two 
liquids which are generally selected so as to be 
immiscible thereby enabling production of a cored fibre, 
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fibril or microcapsule. 

Figure 13 shows an alternative form of nozzle which may 
be used in the apparatus shown in Figure 11. The nozzle 
shown in Figure 13 is a slot-nozzle similar to that shown 
in Figure 8 but provided with two separate channels 46 
and 47 coupled to respective ones of the liquid supply 
pipes so that each channel receives a different liquid. 
The outlets of the channels 46 and 47 are designed so as 
to create turbulence and therefore mixing of two liquids 
at the outlet. This arrangement may be used where, for 
example, it is desired to have some control over the 
amount of active ingredient which may be incorporated 
into a liquid or to combine two liquids which then react. 
A polyurethane foam has been formed by reacting a 
solution of urethane supplied via one of the nozzles with 
a blowing agent supplied by the other nozzle to spray a 
flexible foam deposit into a wound to form a cavity wound 
dressing. This arrangement has the advantage that the 
dressing will conform to the contours of a cavity wound 
and may be applied with clerical cleanliness without 
handling. Again, an active ingredient such as a 
pharmaceutical^ active ingredient may be incorporated 
into one of the two liquids or mixed with the two 
liquids. 

The nozzle shown in Figure 13 may also be used to, for 
example, bring reactive liquids together at the nozzle to 
deposit reacting or reactive product onto the skin or 
into a wound which should be of advantage where the 
reactive product has a very short lifetime and cannot be 
stored. For example, the nozzle shown in Figure 13 has 
been used experimentally to produce a fibrin mat by 
supplying the enzyme thrombin to one channel and 
fibrinogen to the other channel. 

As another possibility the device shown in Figure 11 may 
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be modified to provide two separate spaced nozzles and 
the voltage source arranged to charge the two nozzles to 
voltages of opposite polarity in a manner similar to that 
described in W094/12285 so as to enable liquid droplets 
charged to one polarity to rapidly coalesce with droplets 
charged to the other polarity to form ultra-small 
particles of from sub-micron to a few tens of microns in 
diameter. Again, for example, ultra small droplets 
containing, for example the enzyme thrombin may be 
sprayed at one polarity so as to rapidly coalesce with 
droplets of the opposite polarity containing fibrinogen 
to deposit a fast reacting fibrin mat to cause blood 
clotting, for wound sealing or for adhesion. 

A method embodying the invention may also be used to 
produce material capable of transfecting resident cells 
in situ with genetic material in order to regulate cell 
responses. For example, a method embodying the invention 
may be used to produce microcapsules comprising DNA 
encapsulated in a microcapsules or complexed with an 
appropriate lipid material for transfecting cells. 
Phospholipid microcapsules encapsulating dna may be 
produced by a method embodying the invention, other 
biological material such as proteins may be similarly 
encapsulated or complexed with an appropriate lipid 
material. Proteins may also be incorporated in the lipid 
layer. Surface binding or surface recognising agents such 
as surface protein a may be incorporated into 
microcapsules, especially phospholipid microcapsules, for 
selecting targets such as cancer cells, epithelial cells 
etc. Also, surfactants such as soya lecithin available 
from Sigma Pharmaceuticals may be incorporated in the 
outer surface of fibres, microcapsules or fibrils. 

Fibres, fibrils or droplets or capsules produced by a 
method embodying the invention may be coated with 
substances such as surfactants such as soya lecithin or 
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with, for example, DNA which is relatively sticky. This 
may be achieved by, for example, supplying the polymer 
containing liquid to the inner nozzle in Figure 11 and 
supplying the coating material to the outer nozzle in 
Figure 11. Alternatively, a separate spraying device, 
which may be a conventional or electrohydrodynamic 
spraying device, may be provided so as to direct, for 
example, an oppositely charged spray or cloud of the 
coating material into the path of the material produced 
by the apparatus shown in Figure 1, 2 or 11, for example. 

Figure 14 illustrates schematically a modified form of 
the device shown in Figure 11 which may be suitable for 
producing fibrils or microcapsules for inhalation. The 
device shown in Figure 14 differs from that shown in 
Figure 11 merely by the provision of air vents 62 and 
electrical discharge 60 means for discharging the fibrils 
or microcapsules and an outlet 50 adapted to receive a 
tube for insertion into the mouth or trachea of a user or 
to receive a mask to cover the mouth and nose of a user 
where both oral and nasal inhalation are required. The 
electrical discharging means may comprise, for example, 
an earthed discharge electrode 61 so as to produce 
gaseous ions of the opposite polarity to the charged 
fibrils or microcapsules so that the fibrils or 
microcapsules are discharged for inhalation by a user. 
The discharging means may be brought into operation by 
the active inhalation by the user as described in, for 
example, W094/14543. The provision of the electrical 
discharge means enables the fibrils or microcapsules to 
be delivered to the upper or lower regions of the lungs 
rather than simply to the nasal passages. The actual 
location to which the fibrils or microcapsules are 
delivered can be controlled by controlling any residual 
electrical charge and the precise dimensions of the 
fibrils or microcapsules may be controlled by controlling 
the volatility, flow rate and voltage applied to the 
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nozzle. 

The material for oral delivery may comprise liposome 
encapsulated or complexed DNA for trans fecting cells or 
may, for example comprise biologically active ingredients 
such as peptides, polypeptides and other large 
biomolecules such as insulin or growth factor, and 
active pharmaceutical components for enabling delivery of 
the active component into the blood stream via the lung. 
This should provide a quicker route to the bloodstream 
than that provided by normal oral ingestion and avoids 
the need for injection of components which cannot be 
taken orally because of the gastric enzymes and acids 
present in the digestive system. 

where a method embodying the invention is used to produce 
fibres, fibrils or microcapsules comprising a core of an 
active ingredient, the choice of coating material, the 
permeability and/or thickness of the coating may be 
adjusted to adjust the timing of release of the active 
ingredient. For example where the coating comprises a 
bioresorbable or biodegradable polymer, the half-life of 
the polymer may be controlled by controlling the 
permeability and/or thickness of the polymer coating by, 
for a specific formulation, controlling the flow rate and 
voltage. 

A method embodying the invention may also be used to 
supply material to body cavities other than the 
respiratory system. Generally, for such use, the 
material will be at least partially electrically 
discharged before supply and means may be provided for 
forming an air or inert gas flow to assist the supply of 
the material to the body cavity, where the body cavity 
is not easily accessible from the outside of the body, 
then the device embodying the invention may be mounted to 
an endoscope or like instrument enabling the device to be 
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inserted into the body and to be positioned at the site 
where the material is required. The material may comprise 
any of the fibres, fibrils, particles and microcapsules 
mentioned above, 

A method embodying the invention may also be used in a 
production process to form fibrils or particles 
comprising a biologically active ingredient and/or 
fibrils or microcapsules having a core of a biologically 
active ingredient which may themselves be encapsulated in 
conventional orally ingestible capsules, enabling, 
especially in the case of microcapsules, good control 
over the release of the active material . 

A method and device embodying the invention may also be 
used for non-medical purposes. For example, coatings of 
fibres, fibrils, particles or microcapsules may be formed 
on substrates such as paper with good control of the 
thickness and uniformity of the coating. For example, 
adhesive may be deposited onto a substrate using a method 
embodying the invention. 

Materials formed of two or more components which have 
only a short-shelf life when mixed together may be formed 
in a timely manner using a method embodying the present 
invention by encapsulating the respective components in 
respective fibres, fibrils or microcapsules so that 
mixing of the various components only occurs when the 
components are released from the encapsulating material 
by, for example, leaching through the encapsulating 
material, rupture by pressure being applied to the 
encapsulating material, temperature, or degradation, for 
example bioresorption or biodegradation, of the 
encapsulant. Such a method may be used to form, for 
example, two component adhesives which may be applied 
separately or simultaneously to a surface as cored 
fibres, fibrils or microcapsules by a method embodying 
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the invention. 

Other materials such as perfumes, insecticides, aromas, 
vapours, inks, dyes, lubricants, insect repellents etc., 
may be encapsulated in fibres, fibrils or microcapsules 
and deposited on a surface using a method embodying the 
invention, allowing the encapsulated ingredient to be 
released in a time-controlled manner as discussed in the 
previous paragraph, for example by application of 
pressure to the surface. 

A method embodying the invention may also be used to 
produce a protective coating which may contain an active 
protective ingredient such as an anti-corrosive or a 
lubricant. For example, temporary protective coatings of 
delicate articles or articles liable to corrosion may be 
provided by depositing a web or mat on the surface of the 
article using a method embodying the invention. 

Webs or mats formed using a method embodying the 
invention may also be sprayed or deposited over, for 
example, delicate crops such as grapes or strawberries so 
as to protect them from environmental effects such as 
frost, sun-damage, etc. Such a web may incorporate 
active ingredients such as insecticides, fungicides, 
miticides and the like to further protect the crop. 

Generally, the capacitive nature of materials such as 
skin and the moisture content of the air should be 
sufficient for deposition onto a surface to occur simply 
by electrostatic attraction. However, where it is 
desired to deposit a large amount of material, then it 
may be necessary to earth the surface or to maintain it 
at a lower or opposite potential to the charged matter. 

A method and device embodying the invention may also be 
used for supplying material to cavities other than body 
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cavities and to concave surfaces. In such 

circumstances, the charged matter will generally be at 
least partially electrically discharged before it reaches 
the cavity or concave surface. 

As used herein, the term "particle" includes solid, 
partially solid and gel-like droplets and microcapsules 
which incorporate solid, partially solid, gel-like or 
liquid matter. The term "active ingredient" means 
material which is compatible with and has an affect on 
the substrate or body to which it is to be applied and 
the term "biologically active ingredient" or 
"biologically active material" means material which is 
compatible with and has an affect (which may for example 
be biological, chemical or biochemical) on the animal or 
plant to which it is to be applied and includes, for 
example, medicaments such as proprietary medicines, 
pharmaceutical medicines and veterinary medicines, 
vaccines, genetic material such as DNA, cells and the 
like. 
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1. A method for forming at least partially solid 
material, which comprises subjecting liquid at an outlet 
to an electric field thereby causing the liquid to form 
at least one jet of electrically charged liquid, the 
liquid being such that after formation the at least one 
jet forms a fibre or breaks up into fibre fragments or 
particles . 

2. A method of forming a coating or covering on a 
surface, which comprises subjecting liquid at an outlet 
to an electric field in the vicinity of the surface 
thereby causing the liquid to form at least one jet of 
electrically charged liquid, the liquid being such that 
after formation the at least one jet forms a charged 
fibre which is attracted to said surface and deposits 
onto said surface or breaks up into charged fibre 
fragments or charged particles which are attracted to and 
deposit onto said surface. 

lb 3 ' A me thod of forming a dressing for an area of an 

animal such as a wound, a burn or an area exposed by a 
surgical procedure, which comprises subjecting liquid to 
an electric field at an outlet in the vicinity of the 
area to be dressed thereby causing the liquid to form at 
least one jet of electrically charged liquid, the liquid 
being such that after formation the at least one jet 
forms a charged fibre which is attracted to said area and 
deposits onto said area, or breaks up into charged fibre 
fragments which are attracted to and deposit onto said 
35 area, so as to form a mat or web on said area to be 
dressed. 

4. A method of forming a dressing for a wound, a burn 
or an area exposed by a surgical procedure, which 
40 comprises subjecting liquid to an electric field at an 
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outlet adjacent a substrate to be applied to the wound, 
burn or area exposed by a surgical procedure, thereby 
causing the liquid to form at least one jet of 
electrically charged liquid, the liquid being such that 
after formation the at least one jet forms a charged 
fibre which is attracted to said substrate and deposits 
onto said substrate or breaks up into charged fibre 
fragments or particles which are attracted to and deposit 
onto said substrate so as to form a layer on said 
substrate. 

5. A method of depositing material into a cavity or 
onto a concave surface, which comprises subjecting liquid 
to an electric field, thereby causing the liquid to form 
at least one jet of electrically charged liquid, the 
liquid being such that after formation the at least one 
jet forms charged matter comprising a charged fibre, 
charged fibre fragments or charged particles and at least 
partially electrically discharging the charged matter 
prior to supply to the cavity or onto the concave 
surface, 

6. A method according to claim 5, which further 
comprises supplying the at least partially electrically 
discharged matter to the said cavity or concave surface 
from a location remote from said cavity or concave 
surface. 

7. A method according to any one of claims 2 to 6, 
which comprises repeating or continuing the deposition 
process to deposit a number of layers one on top of the 
other . 

8. A method according to any one of claims 2 to 7, 
which further comprises depositing a different type of 
material onto said surface or area. 
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9. A method according to claim 8, which comprises 
depositing the different material by 
electrohydrodynamically processing a different liquid to 
form material comprising at least one of a fibre, fibre 
fragments and particles. 



10. A method according to any one of claims 2 to 9, 
which comprises effecting relative movement between 
the at least one jet and the surface or area during 

10 deposition. 

11. A method according to any one of the preceding 
claims, which further comprises subjecting a further 
liquid to the electric field, the two liquids being such 

15 that after formation the at least one jet forms a fibre 
which has a core formed substantially by one of the two 
liquids and a coating formed substantially by the other 
of the two liquids or breaks up into fibre fragments or 
particles which have a core formed substantially by one 
of the liquids and a coating formed substantially by the 
other of the two liquids. 
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12. A method of forming composite matter, which 
comprises supplying a liquid to a first outlet and 
25 supplying a further liquid to a second outlet located 
adjacent the first outlet and subjecting the liquids to 
an electric field so as to form at least one jet, the 
liquids being such that, after formation, the jet forms 
a fibre which has a core formed substantially by one of 
the two liquids and a coating formed substantially by the 
other of the two liquids or breaks up into fibre 
fragments or particles which have a core formed 
substantially by one of the liquids and a coating formed 
substantially by the other of the two liquids. 
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13. A method for producing material for supply to the 
respiratory system of an animal, which method comprises 
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supplying liquid to a comminution site; generating an 
electric field at the comminution site to cause the 
liquid to form at least one jet of liquid, the liquid 
being such that after formation the at least one jet 
breaks up into electrically charged comminuted matter 
comprising fibre fragments or electrically charged at 
least partially solid particles; and at least partially 
electrically discharging the comminuted matter prior to 
supply to the respiratory system of the animal. 

14. A method according to claim 13, which further 
comprises subjecting a further liquid to the electric 
field at the comminution site, the two liquids being such 
that after formation the at least one jet breaks up into 
fibre fragments or particles which have a core formed 
substantially by one of the liquids and a coating formed 
substantially by the other of the two liquids. 



15. A method according to any one of the preceding 
claims, wherein the or at least one of the liquids 
comprises a biologically active ingredient. 

16. A method according to any one of claims 1 to 12, 
wherein the liquid or at least one of the liquids 
comprises one or more biologically active ingredients 
selected from the group consisting of a proteolytic 
enzyme, a cytokine, a growth factor such as one of 
fibroblast growth factor, epithelial growth factor and 
transforming growth factor, collagen, fibrinogen, an 
antibiotic, an antiseptic, an antifungal, an analgesic, 
an antiparasitic, a batericide, DNA or other genetic 
matter, cells, a peptide or polypeptide, insulin, an 
adjuvant, an immune suppressant or stimulant, a surface 
binding or surface recognising agent such as surface 
protein A, a surfactant, and a vaccine. 



A method according to claim 13 or 14, wherein the 
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or at least one of the liquids comprises one or more 
biologically active ingredients selected from the group 
consisting of DNA, a peptide or polypeptide, insulin, 
and growth factor. 

5 

18. A method according to any one of the preceding 
claims, wherein the or one of the liquids comprises a 
polymer or resin. 

10 19. A method according to any one of the preceding 

claims, wherein the or one of the liquids comprises a 
bioresorbable or biodegradable material. 
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20. A method according to any one of the preceding 
claims, wherein the or one of the liquids comprises 
animal collagen or fibrinogen. 

21. A method according to any one of claims 1 to 17, 
wherein the or at least one of the liquids comprises 
polyvinyl alcohol, polyhydroxybutyric acid, polyglycolic 
acid, polylactic acid, nitrocellulose or a 
polysaccharide. 

22. a method according to any one of the preceding 
claims, which comprises coating a fibre, fibril or 
particle with another material. 

23. A method according to claim 22, which comprises 
coating a fibre, fibril or particle with a biologically 
active material such as DNA, a surfactant, a surface 
recognition protein or a lipid. 

24. A method according to any one of claims 1 to 5, 
wherein the liquid is selected to form fibre fragments or 
particles comprising a biologically active material such 
as DNA coated or complexed with a liposome. 
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25. A method of forming a composite material, which 
comprises supplying first and second liquids separately 
to a site where the liquids mix and subjecting the 
liquids to an electric field to form at least one liquid 

5 jet/ the first and second liquids being selected to mix 

together so as to form a single body of material. 

26. A method according to claim 25 , wherein one of the 
liquid comprises thrombin and the other of the liquids 

10 comprises fibrinogen which react together to form a 
fibrin mat. 

27. A method according to claim 25 for forming a 
composite for covering a cavity wound, wherein one of the 

15 liquids comprises urethane and the other a blowing agent 

which react together to form a flexible polyurethane foam 
which at least partially fills the cavity. 

28. A method of depositing fibres on a surface, which 
20 comprises supplying liquid comprising polylactic acid 

having a molecular weight in the region of 144000, 
dissolved 10% by mass in acetone, at approximately 10 
millilitres per hour to an electrohydrodynamic site 
located at about 5 to 10 cm above the surface. 

25 

29. A method of depositing fibres on a surface, which 
comprises supplying liquid comprising nitrocellulose at 
approximately four millilitres per hour to an 
electrohydrodynamic site located at about 5 to 10 cm 

30 above the surface. 

30. A device for depositing material onto a surface, 
which comprises a supply of liquid, means for subjecting 
said liquid to an electric field at an outlet to cause 

35 the liquid to form at least one jet of electrically 
charged liquid, the liquid being such that the at least 
one jet forms a fibre or breaks up into fibre fragments 
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or particles which are attracted to and deposit on said 
surface when the device is placed in the vicinity of said 
surface during use. 

31. A device for producing material for supply to a 
cavity or to a concave surface, which comprises a supply 
of liquid, means for subjecting said liquid to an 
electric field at an outlet to cause the liquid to form 
at least one jet of electrically charged liquid, the 
liquid being such that after formation the at least one 
jet forms charged matter comprising a charged fibre or 
charged fibre fragments or charged particles, and means 
for at least partially electrically discharging the 
charged matter before it reaches the cavity or concave 
surface. 

32. A device according to claim 31, further comprising 
means for providing an air or inert gas flow to assist 
supply of the material to the cavity or concave surface. 

33. A hand holdable device for applying a dressing to an 
area of an animal such as an area of skin, a wound, a 
burn or an area exposed by a surgical procedure, which 
device comprises a supply of liquid, means for supplying 
said liquid to an outlet; and means for subjecting the 
liquid to an electric field at the outlet to cause the 
liquid to form at least one jet of electrically charged 
liquid, the liquid being such that after formation the at 
least one jet forms charged matter comprising a charged 
fibre or charged fibre fragments or charged particles 
so that when the device is positioned in use adjacent 
said surface so as to direct said jet towards said area 
said charged matter is attracted to and deposits on said 
area to form a dressing. 

34. A device according to any one of claims 30 to 33, 
which further comprises a supply of a further liquid, 
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means for supplying the further liquid to said outlet, 
the two liquids being such that, in use of the device, 
after formation the at least one jet forms a fibre which 
has a core formed substantially by one of the two liquids 
and a coating formed substantially by the other of the 
two liquids or breaks up into fibre fragments or 
particles which have a core formed substantially by one 
of the liquids and a coating formed substantially by the 
other of the two liquids. 

35. A device according to any one of claims 30 to 34, 
wherein the liquid or a liquid has features or 
characteristics as recited in any one of claims 15 to 21, 
dependent on the intended use of the device. 

36. A fibrin mat formed by electrohydrodynamically 
processing thrombin and fibrinogen. 

37. A mat or web comprising at least one of at least one 
fibre, fibrils, and particles formed by 
electrohydrodynamically processing at least one liquid. 

38. A dressing for a wound or burn comprising a mat or 
web in accordance with claim 37. 

39. A substrate carrying a coating comprising 
electrohydrodynamically formed matter comprising at least 
one of at least one fibre, fibre fragments or fibrils and 
particles . 
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A fibre, fibre fragment or capsule having a core of 
an active ingredient and a protective coating of, for 
example, a polymer, formed by electrohydrodynamic 
processing of at least two liquids. 



41. A method of forming at least partially solid or gel- 
like material, which comprises supplying a liquid to a 
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